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CLAIMS 



A pyrimicThae derivative of the Formula I 



R3 



HN 



(R 1 )r 




(R 2 )n 



NHCO— (CH 2 ) p — Qi 



N 



N 



5 wherein m is 0, 1, 2 or 3 and eacHsR 1 group, which may be the same or different, is 

selected from hydroxy, halogeno, trifluoro methyl, cyano, mercapto, nitro, amino, carboxy, 
O carbamoyl, formyl, sulphamoyl, (l-6C)alkyl, (YjSQalkoxy, (l-6C)alkylthio, 
Si (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, (l-6G^alkylamino, di-[(l-6C)alkyl]amino, 
S (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, N,r^-di-[(l-6C)alkyl]carbamoyl, 
@ (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylarrhno, N-( 1 -6C)alkyl- 

(2-6C)alkanoylamino, N-( 1 -6C)alkylsulphamoyl, N,N-di\( 1 -6C)alkyl]sulphamoyl, 

Q ' \ 

y] ( 1 -6C)alkanesulphonylamino and N-( 1 -6C)alky l-( 1 -6C)alkahesulphonylamino, or from a 
group of the formula : 



y i 

m 



Q 2 -X [ 



15 wherein X 1 is a direct bond or is selected from O, S, SO, S0 2 , N(RY CO, CH(OR 4 ), 

CON(R 4 ), N(R 4 )CO, S0 2 N(R 4 ), N(R 4 )S0 2 , OC(R 4 ) 2 , SC(R 4 ) 2 and nV*)C(R 4 ) 2 , wherein each 
R 4 is hydrogen or (l-6C)alkyl, and Q 2 is aryl-(l-6C)alkyl, heteroaryl-(l\c)alkyl, heterocyclyl 
or heterocyclyl-(_l-6C)alkyl, or (R 1 )™ is (l-3C)alkylenedioxy, 

and wherein a single pair of adjacent carbon atoms in a (2-6C)alkyle\e chain within a 
20 R 1 substituent is optionally separated by the insertion of a group selected fromY), S, SO, S0 2 , 
N(R 5 ), CO, CH(OR 5 ), CON(R 5 ), N(R 5 )CO, S0 2 N(R 5 ) and N(R 5 )S0 2 wherein RAis hydrogen 
or(l-6C)alkyl, 

and wherein any aryl, heteroaryl or heterocyclyl group within a substituent or ° 1 
optionally bears 1, 2 or 3 substituents, which may be the same or different, selected frl 
25 halogeno, trifluoromethyl, cyano, nitro, hydroxy, amino, carboxy, carbamoyl, (l-6C)alk} 
(l-6C)alkoxy, (l-6C)a!kylthio, (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, 
(l-6C)alkylamino, di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, 
N,N-di-[(J^6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, 
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N-fV6C)alkyl-(2-6C)alkanoylamino, N-(l-6C)aIkylsulphamoyl, 
N,N-<Hr[(l-6C)alkyl]sulphamoyl, (l-6C)alkanesulphonylamino and N-(l-6C)alkyl- 
(l-6C)an^anesulphonylamino, or from a group of the formula : 

-X 2 -Q 3 

wherein X 2 i\ a direct bond or is selected from O and N(R 7 ), wherein R 7 is hydrogen or 
(l-6C)alkyl, anfciQ 3 is aryl, aryl-(l-6C)aIkyl, heteroaryl, heteroaryl-(l-6C)alkyl, heterocyclyl 
or heterocyclyl-(l\6C)alkyl, and any Q 3 group optionally bears 1 or 2 substituents, which may 
be the same or different, selected from halogeno, trifluoromethyl, cyano, hydroxy, amino, 
(l-6C)alkyl, (l-6C)alkW (l-6C)alkylamino and di-[(l-6C)alkyI]amino, 

and wherein any Heterocyclyl group within a substituent on R l optionally bears 1 or 2 
oxo or thioxo substituents, 

and wherein any CH 2 ot CH 3 group within a R 1 substituent optionally bears on each 
said CH 2 or CH 3 group one or mWe halogeno or (l-6C)alkyl substituents or a substituent 
selected from hydroxy, cyano, ammo, carboxy, carbamoyl, (l-6C)alkoxy, (l-6C)a!kylthio, 
(l-6C)alkylsulphinyl, (l?6C)alkylsulphonyl, (l-6C)alkylamino, di-[(l-6C)a!kyl]amino, 
(1 -6C)alkoxycarbonyl, N-(l-6C)alkylc^bamoyl, N,N-di-[(l-6C)alkyl]carbamoyl, 
(2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6Cftalkanoylamino, N-(l-6C)alkyI- 
(2-6C)alkanoylamino, N-(l-6C)alkylsulph^oyl, N,N-di-[(l-6C)alkyI]sulphamoyl, 
(1 -6C)alkanesulphonylamino and N-(l -6C)alKVl~(l-6C)alkanesulphonylamino; 
R 3 is hydrogen, halogeno or (l-6C)alkyl;\ 

n is 0, 1 or 2 and each R 2 group, which ma\be the same or different, is selected from 
hydroxy, halogeno, trifluoromethyl, cyano, mercaptcXnitro, amino, carboxy, 
(l-6C)alkoxycarboayl, (Lr6C)alkyl, (l-6C)alkoxy, (l-tf^)alkylamino and 
di-[(l-6C)alkyl]amino; 

p is 0, 1, 2, 3 or 4; and 

Q 1 is aryl or heteroaryl and Q 1 is optionally substituted! with 1, 2 or 3 substituents, 
which may be the same or different, selected from hydroxy, halWeno, trifluoromethyl, cyano, 
mercapto, nitro, amino, carboxy, carbamoyl, formyl, (l-6C)alkyl,Yl-6C)alkoxy, 
(l-6C)alkylthio, (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, (l-6QalkyIamino, 
di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamdyl, . 
N,N-di-[(l-6C)alkyl]carbamoyI, (2-6C)alkanoyl, (2-6C)aIkanoyloxy, (2^6C)alkanoylamino, 
N-(l -6C)aIkyl-(2-6C)alkanoylamino, N-(l-6C)alkylsulphamoyl, 
N,N-di-[(l-6^)alkyl]sulphamoyl, (l-6C)alkanesulphonylamino and N-(l-6)C)alkyl- 
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( 1 -6C)alkanesulpHonylamino or with a (l-3C)alkylenedioxy group, or from a group of the 
formula : \ 

wherein X is a direct bond or is selected from O and N(R ), wherein R is hydrogen or 
5 (l-6C)alkyi, and Q 4 is aiyl,Vyl-(U6C)alkyl, heteroaryl, heteroaryl-(l-6C)alkyl, heterocyclyl 
or heterocyclyl-(l-6C)alkyl, ai\d any Q 4 group optionally bears 1 or 2 substituents, which may 
be the same or different, selectecKirom halogeno, trifluoromethyl, cyano, hydroxy, amino, 
(l-6C)alkyl, (l-6C)alkoxy, (l-6C)WyIamino and di-[(l-6C)alkyl]amino, 

and wherein any heterocyclyl group within a substituent on Q 1 optionally bears 1 or 2 
1 0 oxo or thioxo substituents, \ 

Mi and wherein a single pair of adjacent carbon atoms in a (2-6C)alkylene chain within a 

p Q 1 substituent is optionally separated by the\nsertion of a group selected from O, S, SO, SO2, 

jjjjj N(R 9 ), CO, CH(OR 9 ), CON(R 9 ), N(R 9 )CO, S(Wr 9 ) and N(R 9 )S0 2 wherein R 9 is hydrogen 

W or(l-6C)alkyl, \ 

and wherein any CH 2 or CH 3 group within a\Q l group optionally bears on each said 

P CH 2 or CH 3 group one or more halogeno or (l-6C)alkVl substituents or a substituent selected 

from hydroxy, cyano, amino, carboxy, carbamoyl, (1 -60ialkoxy, (1 -6C)alkylthio, 

m (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, (l-6C)alkyla^ino, di-[(l-6C)alkyl]amino, 

□ \ 

llj (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, N,N-di-[(l\6C)alkyl]carbamoyl, 

20 (2-6C)alkanoyl, (2-6G)alkanoyloxy, (2-6C)alkanoyiamino, N\l-6C)alkyl- 

(2-6C)alkanoylamino, N-(l -6C)alkylsulphamoyl, N,N-di-[(l -60^alkyl]sulphamoyl, 

( 1 -6C)alkanesulphonylamino and N-( 1 -6C)alkyl-( 1 -6C)alkanesuIphonylamino; 

or a pharmaceutically-acceptable salt or in-vivo -cleavable ester thereof. 

25 2. A pyrimidine derivative of the Formula I according to claim 1 \ 

wherein m is 0, 1, 2 or 3, and each R ! group, which may be the same or different, is selected 
from hydroxy, fluoro, chloro, bromo, trifluoromethyl, amino, carbamoyl, mVhyl, ethyl, 
propyl, methoxy, ethoxy, propoxy, methylthio, methylsulphinyl, methylsulphojiyl, 
methylamino, ethylamino, propylamino, isopropylamino, butylamino, allylamiiro, 

30 propargylamino, dimethylamino, diethylamino, dipropylamino, N-allyl-N-methylVnino, 

N-methylcarbamoyl, N,N-dimethylcarbamoyl and acetamido, or from a group of tWe formula 

Q 2 -X'- \ 
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wherein x[ is a direct bond or is selected from O, NH and N(Me) and Q 2 is benzyl, 



a 1 



2-furylmethyL 3-furylmethyl, 2-thienylmethyl, 3-thienylmethyl, 

1- imidazolylmetiiyl, 2-imidazolylmethyl, 2-imidazol-l -ylethyl, 3-imidazol-l -ylpropyl, 
-imidazol-l-ylbiW, 2-oxazolylmethyl, 4-oxazolylmethyl, 5-oxazolylmethyl, 

5 2-thiazoly lmethyl, 4Ahiazolylmethyi, 5 -thiazoly lmethyl, 1,2,3-triazol-l -ylmethyl, 

2- (l ,2,3-triazoM -yl)etM, 3-(l ,2,3-triazol-l -yl)propyl, 1 ,2,4-triazoI-l -ylmethyl, 

2- ( 1 ,2,4-triazol- 1 -yl)ethyl/S3-( 1 ,2,4-triazol- 1 -yl)propyl, 2-pyridylmethyl, 3-pyridy lmethyl, 
4-pyridylmethyl, 2-pyrid-2-ytethyl, 2-pyrid-3 -ylethyl, 2-pyrid-4-ylethyl, 3-pyrid-2-ylpropyl, 

3- pyrid-3-ylpropyl, 3-pyrid-4-yIpropyl, pyrrolidin-l-yl, pyrrolidin-2-yl, pyrrolidin-3-yl, 
1 0 morpholino, tetrahydro-4H- 1 ,4-tMazin-4-yI, 1 , 1 -dioxotetrahydro-4H- 1 ,4-thiazin-4-yl, 

piperidino, piperidin-2-yl, piperidin-$-yl, piperidin-4-yl, homopiperidin-l-yl, 

O hornopiperidin-2-yl, homopiperidin-3-yL homopiperidin-4-yl, piperazin-l-yl, 

P ' * ' \ 

SI hornopiperazin- 1 -y 1, pyrrolidin- 1 -y ImethyL 2-pyrrolidin- 1 -ylethyl, 3-pyrrolidin- 1 -ylpropyl, 
n \ 

y pyrrolidin-2 -ylmethyl, 2-pyrrolidin-2-ylethyri3-pyrTolidin-2-ylpropyl, 

e i5 pyrrolidin-3 -ylmethyl, 2-pyrrolidin-3-ylethyl, 3\pyrrolidin-3-ylpropyl, 

« imidazolidin- 1 -ylmethyl, 2-imidazolidin- 1 -ylethyk 3-imidazolidin- 1 -ylpropyl, 

yj imidazolidin-2-ylmethyl, 2-imidazolidin-2-ylethyl, 3rimidazolidin-2 -ylpropyl, 



morpholino methyl, 2-morpholinoethyl, 3-morpholinopropyl, morpholin-2-ylmethyl, 



13 2-morpholin-2-ylethyl, 3-morpholin-2-ylpropyl, morphoNn-3 -ylmethyl, 

nj 1 \ 

20 2-morpholin-3-ylethyl, 3-morpholin-3-ylpropyl, tetrahydroMH-1 ,4-thiazin-4-ylmethyl, 
2-(tetrahydro-4H-l ,4-thiazin-4-yl)ethyl, 3-(tetrahydro-4H-l ,4\thiazin-4-yl)propyl, 
1 , 1 -dioxotetrahydro-4H- 1 ,4-thiazin-4-y lmethyl, 2-( 1 , 1 -dioxotetr^hydro-4H - 1 ,4-thiazin- 
4-yl)ethyl, 3-(l,l-dioxotetrahydro-4H-l ,4-thiazin-4-yl)propyl, pip&ridinomethyl, 
2-piperidinoethyl, 3-piperidinopropyl, piperidin-2-y lmethyl, 2-piperi<4in-2-ylethyl, 
25 3 -piperidin-2 -ylpropyl, piperidin-3 -ylmethyl, 2-piperidin-3-ylethyl, 3-piperidin-3-ylpropyl, 
piperidin-4-yimethyl, 2-piperidin-4-ylethyl, 3-piperidin-4-ylpropyl, 
homopiperidin-1 -ylmethyl, 2-homopiperidin-l -ylethyl, 3-homopiperidin-l -Vlpropyl, 
homopiperidin-2-ylmethyl, 2-homopiperidin-2-ylethyl, 3-homopiperidin-2~ylVopyl, 
homopiperidin-3-ylmethyl, 2-homopiperidin-3-ylethyl, 3-homopiperidin-3-ylprt&pyl, 
30 homopiperidin-4-ylmethyl, 2-homopiperidin-4-ylethyl, 3-homopiperidin-4-ylprop^l, 

piperazin-1 -ylmethyl, 2-piperazin-l -ylethyl, 3-piperazin-l -ylpropyl, piperazin-2-ylnjethyl, 
2-piperazin-2-ylethyl, 3-piperazin-2-ylpropyl, hornopiperazin- 1 -ylmethyl, 
2=homo piperazin- 1 - vlethvU 3 -hornopiperazin- 1 -ylpropyl, homopiperazin-2-y lmethyl, 
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2-homopiperafcin-2-ylethyl or 3-homopiperazin-2-ylpropyI, 
^ and wherein a single pair of adjacent carbon atoms in a (2-6C)alkylene chain within a 

R 1 substituent is optionally separated by the insertion of a group selected from O and NH, 

and wherein any aryl, heteroaryl or heterocyclyl group within a substituent on R 1 
optionally bears 1,2 or3 substituents, which may be the same or different, selected from 
hydroxy, fluoro, chloro, trifluoromethyl, amino, methyl, ethyl, propyl, isopropyl, methoxy, 
ethoxy propoxy, isopropoxyVnethoxycarbonyl, ethoxycarbonyl and tert-butoxycarbonyl, 

and wherein any hetero^vclyl group within a substituent on R l optionally bears 1 or 2 
oxo substituents, \ 

and wherein any CH 2 or CH^group within a R 1 substituent optionally bears on each 
said CH 2 or CH 3 group 1 or 2 methyl Substituents or a substituent selected from hydroxy, 
^ amino, methoxy, ethoxy, methylsulphonM, methylamino, ethylamino, dimethylamino and 
Nj. diethylamino; \ 
U each of n and p is 0; \ 
l|£ R 3 is hydrogen or methyl; and \ 

jjL* Q 1 is phenyl, 2-furyh 2-thienyI, 4-oxazolyl, 5-iso^cazolyl, 2- or 4-imidazolyl, 3- or 4-pyrazolyl, 

W 4-thiazolyl, 5-isothiazolyl, 2-, 3- or 4-pyridyI, 4-pyhidazinyl, 4- or 5-pyrimidinyl, 

|j| 2- or 6-benzofuranyl, 2- or 6-indolyl, 2- or 6-benzothk>phenyl, 2- or 6-quinolyl or 

J?J 2- or 4-dibenzofuranyl which optionally bears 1, 2 or J^ubstituents, , which may be the same 
*y \ 

20 or different, selected from hydroxy, fluoro, chloro, bronA trifluoromethyl, cyano, amino, 
methyl, ethyl, propyl, methoxy, ethoxy, propoxy, methylamino, ethylamino, propylamino, 
isopropylamino, dimethylamino, diethylamino, dipropylaminV N-ethyl-N-methylamino, 
N-methyl-N-propylamino, acetamido, N-methylacetamido, methanesulphonylamino, 
ethanesulphonylamino, N-methylmethanesulphonylamino, 1-azetklinyl, 

25 3-pyrrolin-l-yl, 1-pyrrolidinyl, morpholino, tetrahydro-4H-l,4-thia^in-4-yl, 

l,l-dioxotetrahydro-4H-l,4-thiazin-4-yl, 1-piperidinyl, 1-homopiperrainyl, 1 -piperazinyl and 
1 -homopiperaziny 1, or from a group of the formula : \ 

"X 3 -Q 4 \ 
wherein X 3 is a direct bond or is selected from O, NH and N(Me) and Q 4 i\ phenyl, 2- or 

30 3-furyl, 2- or 3-thienyl, 1- or 2-imidazolyl, 2-, 4- or 5-oxazolyl, 2-, 4- or 5-tJtiazolyl, 2-, 3- or 
4-pyridyl, 3- or 4-pyridazinyl, 2- or 4-pyrimidinyl or 2-pyrazinyl, and any Q 4 group optionally 
bears 1 or 2 substituents, which may be the same or different, selected from fluoro, chloro, 
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bromo^trifluoromethyl, hydroxy, amino, methyl, ethyl, methoxy, ethoxy, methylamino, 
ethylamino, dimethylamino and diethylamino, 

and ^herein any heterocyclyl group within Q 1 optionally bears 1 or 2 oxo substituents, 
and wh^ein any CH 2 or CH 3 group within a Q 1 group optionally bears on each said 
5 CH 2 or CH 3 grou^Sl or 2 methyl substituents or a substituent selected from hydroxy, amino, 
methoxy, ethoxy, mekhylamino, ethylamino, dimethylamino and diethylamino; 
or a pharmaceutical ly acceptable salt or in-vivo -cleavable ester thereof. 

3. A pyrimidine derivative of the Formula I according to claim 1 

10 wherein m is 0, 1 or 2 and eachV group, which may be the same or different, is selected from 

hydroxy, fluoro, chloro, bromo, tn&uoromethyl, amino, carbamoyl, methyl, ethyl, propyl, 

CS methoxy, ethoxy, propoxy, methylthiV methylamino, ethylamino, propylamino, 
P \ 

%j isopropylamino, butylamino, allylaminoidimethylamino, diethylamino, dipropylamino, 

Q N-allyl-N-methylamino, N-methylcarbam<Wl, N,N-dimethylcarbamoyi, acetamido, benzyloxy, 

fS benzylamino, N-benzyl-N-methylamino, 2-furylmethoxy, 3-furylmethoxy, 
P \ 

53 2-imidazol- 1 -ylethylamino, 3-imidazol- 1 -ylpropylamino, 2-( 1 ,2,4-triazol- 1 -yI)ethylamino, 

jjg 3-(l ,2,4-triazol- 1 -yl)propylamino, 2-pyridylmethofcy, 3-pyridylmethoxy, 4-pyridylmethoxy, 

Q pyrrolidin- 1 -yl, pyrrolidin-3-yloxy, pyrrol idin-3-ylarttino, N-methyl-N-(3-pyrrolidinyl)amino, 

y 3 \ 

p morpholino, tetrahydro-4H-l,4-thiazin-4-yl, piperidinov piperidin-3-yloxy, piperidin-4-yloxy, 
20 piperidin-3-ylamino, piperidin-4-ylamino, N-methyI-N-(Vpiperidinyl)amino, 
N-methyl-N-(4-piperidinyl)amino, homopiperidin-1 -yl, homopiperidin-3-yloxy, 
homopiperidin-4-yloxy, piperazin-1 -yl, homopiperazin-l-yl, Vpyrrolidin-l-ylethoxy, 
3-pyrrolidin- 1 -ylpropoxy, 2-pyrrolidin- 1 -yl ethylamino, 3-pyrroRdin- 1 -ylpropylamino, 
pyrrolidin-2-ylmethoxy, 2-pyrrolidin-2-ylethoxy, 3-pyrrolidin-2-yWopoxy, 
25 pyrrolidin-2-ylmethylamino, 2-pyrrolidin-2-ylethylamino, 3-pyiTolickn-2-ylpropylamino, 
pyrrolidin-3-ylmethoxy, 2-pyrrolidin-3-ylethoxy, 3 -pyrrolidin-3 -ylpropoxy, 
pyrrolidin-3-ylmethylamino, 2-pyrrolidin-3-ylethylamino, 3-pyrrolidin-3Wlpropylamino, 
2-irnidazolidin- 1 -ylethoxy, 3-imidazolidin- 1 -ylpropoxy, imidazolidin-2-ylmethoxy, 

2- imidazolidin-2-ylethoxy, 3-imidazolidin-2-ylpropoxy, 2-imidazolidin-l-ylVhylamino, 
30 3-imidazolidin- 1 -ylpropylamino, 2-imidazolidin-2-ylethylarnino, \ 

3- imidazolidin-2-ylpropylamino, 2-morpholinoethoxy, 3-morpholinopropoxy, \ 
2-morpholinoethylamino, 3-morpholinopropylaminp, morpholin-2-ylmethoxy, \ 

2-morpholLnr2r Vlethox y, 3-morpholin-2-ylpropoxy, 2-morpholin-2-ylethylamino, \ 
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3-morphoiin-2-ylpropylamino, morpholin-3-ylmethoxy, 2-morphoIin-3 -ylethoxy, 
3-morpholin\3-ylpropoxy, 2-morpholin-3-ylethylamino, 3-morpholin-3-ylpropylamino, 

2- piperidinoetRoxy, 3-piperidinopropoxy, 2-piperidinoethylamino, 3-piperidinopropylamino, 
piperidin-2-ylmeth^xy, 2-piperidin-2-ylethoxy, 3-piperidin-2-ylpropoxy, 

5 piperidin-2-ylmethyWiino, 2-piperidin-2-ylethylamino, 3-piperidin-2-ylpropylamino, 
piperidin-3-ylmethoxy^-piperidin-3 -ylethoxy, 3-piperidin-3-ylpropoxy, 
piperidin-3-ylmethylamin\^2-piperidin-3-ylethylamino, 3-piperidin-3-ylpropylamino, 
piperidin-4-ylmethoxy, 2-pipbridin-4-ylethoxy, 3-piperidin-4-ylpropoxy, 
piperidin-4-ylmethylamino, 2-pi^ridin-4-ylethylamino, 3-piperidin-4-ylpropylamino, 
1 0 2-homopiperidin- 1 -ylethoxy, 3-hoiW)piperidin- 1 -ylpropoxy, 2-homopiperidin- 1 -ylethyl amino, 

3- homopiperidin-l-ylpropylamino, homopiperidin-2-ylmethoxy, 
M- * " \ 

P homopiperidin-2-ylmethylamino, homop^eridin-3-ylmethoxy, 

\t- homopiperidin-3-ylmethylamino, homopipVidin~4-ylmethoxy, 
P \ 

Q homopiperidin-4-ylmethylamino, 2-piperazin\l-ylethoxy, 3-piperazin- 1 -ylpropoxy, 

■fj 2-piperazin-l-ylethylamino, 3-piperazin- 1-ylprofcwlamino, piperazin-2-ylmethoxy, 

« piperazin-2-ylmethylamino, 2-piperazin-2-ylethox\ 3-piperazin-2-ylpropoxy, 

O \ 

yj 2-piperazin-2-ylethylamino, 3-piperazin-2-ylpropylaniino, 2-homopiperazin-l -ylethoxy, 

n \ 

• r |f 3 -homopiperazin-1 -ylpropoxy, 2-homopiperazin-l -yletfwlamino, 

O 3-homopiperazin- 1 -ylpropylamino, homopiperazin-2-ylmethoxy or 

FU \ 
20 homopiperazin-2-ylmethylamino, \ 

and wherein any aryl, heteroaryl or heterocyclyl group Vithin a substituent on R 1 

optionally bears 1, 2 or 3 substituents, which may be the same ondifferent; selected from 

hydroxy, fluoro, chloro, trifluoromethyl, amino, methyl, ethyl, propyl, isopropyl, methoxy, 

ethoxy propoxy, isopropoxy, methoxycarbonyl, ethoxycarbonyl and tVt-butoxycarbonyl, 

25 and wherein any heterocyclyl group within a substituent on R 1 optionally bears 1 or 2 

oxo substituents, \ 

and wherein any CFbor CH3 group within a R 1 substituent optionalV bears on each 
said CH 2 or CH 3 group 1 or 2 methyl substituents or a substituent selected frota hydroxy, 
amino, methoxy, ethoxy, methylsulphonyl, methylamino, ethylamino, dimethyfkmino and 

30 diethylamino; \ 
each of n and p is 0; \ 
R 3 is methyl; and \ 
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Q 1 is^ohenyl or 3- or 4-pyridyl which optionally bears 1, 2 or 3 substituents, which may be the 
same on^ifferent, selected from hydroxy, fluoro, chloro, bromo, trifluoromethyl, cyano, 
^^amino, meWl, ethyl, propyl, methoxy, ethoxy, propoxy, methylamino, ethylamino, 
propylamino, \sopropylamino, dimethylamino, diethylamino, dipropylamino, 
5 N-ethyl-N-methyiamino, N-methyl-N-propylamino, acetamido, N-methylacetamido, 
methanesulphonylahiino, ethanesulphonylamino, N-methylmethanesulphonylamino, 
1-azetidinyl, 3-pyrrolirM-yl, 1-pyrrolidinyl, morpholino, 1-piperidinyl, 1-homopiperidinyl, 
1 -piperazinyl and 1-homofciperazinyl, 

and wherein any CH^r CH 3 group within a Q 1 group optionally bears on each said 
10 CH 2 or CH 3 group 1 or 2 methyKsubstituents or a substituent selected from hydroxy, amino, 
methoxy, ethoxy, methylamino, ethvlamino, dimethylamino and diethylamino; 
or a pharmaceutical^ acceptable saltW in-vivo -cleavable ester thereof. 



Saw* 

UJ 

o 
m 



S=2 I 



2 

W 4. A pyrimidine derivative of the Forrfcuila I according to claim 1 

wherein m is 0, 1 or 2 and each R 1 group, wMch may be the same or different, is selected from 
fluoro, chloro, bromo, amino, carbamoyl, methoky, ethoxy, propoxy, methylthio, 
methylamino, ethylamino, propylamino, isopropylamino, butylamino, allylamino, 
dimethylamino, diethylamino, dipropylamino, N-allyWN-methylarnino, pyrrolidin-3-yloxy, 
morpholino, tetrahydro-4H-l,4-thiazin-4-yl, piperidino^piperidin-3-yloxy, piperidin-4-yloxy, 
20 piperidin-3-ylamino, piperidin-4-ylamino, N-methyl-N-(3Viperidinyl)amino, 
N-methyI-N-(4-piperidinyl)amino, homopiperidin-1 -yl, homtopiperidin-3-yloxy, 
homopiperidin-4-yloxy, piperazin-l-yl, homopiperazin-l-yl, 2^toyrrolidin-l-ylethoxy, 
3-pyrrolidin- 1 -ylpropoxy, 2-pyrrolidin-r 1 -ylethylamino, 3-pyrrolidin- 1 -ylpropylamino, 
pyrrolidin-2-ylmethoxy, 2-pyrrolidin-2-ylethoxy, 3-pyrroIidin-2-ylptapoxy, 
25 pyrrolidin-2-ylmethylamino, 2-pyrrolidin-2 -ylethylamino, 3-pyrrolidinr2-ylpropyIamino, 
pyrrolidin-3-ylmethoxy, 2-pyrrolidin-3-ylethoxy, 3-pyrrolidin-3-ylpropoky, 
pyrrolidin-3-ylmethylamino, 2-pyrrolidin-3-ylethylamino, 3-pyn:olidin-3-}^ropylamino, 

2- imidazolidin-l -ylethylamino, 3-imidazolidin-l -ylpropylamino, 2-morpholi^oethoxy, 

3- morpholinopropoxy, 2-morpholinoethylamino, 3-morpholinopropylamino, 
30 2-piperidinoethoxy, 3-piperidinopropoxy, 2-piperidinoethylarnino, 3-piperidinop?^pylamino, 

piperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 2-piperazin- 1 -ylethoxy, 
3-piperazin-l-ylpropoxy, 2-piperazin- 1 -ylethylamino, 3-piperazin-l -ylpropylamino orS 
piperazin-2-ylmethoxy, 
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an« wherein any heterocyclyl group within a substituent on R 1 optionally bears 1 or 2 
substituents\which may be the same or different, selected from hydroxy, fluoro, chloro, 
methyl, ethyl, propyl, isopropyl, methoxy, ethoxy, methoxycarbonyl, ethoxycarbonyl and 



Q ' j 11101 

QfiVr tert 'butoxycarboi\K 



5 and wherein aqy heterocyclyl group within a substituent on R 1 optionally bears an oxo 

substituent, 

and wherein any Cf^or CH3 group within a R 1 substituent optionally bears on each 

said CH 2 or CH 3 group 1 or zSnethyl substituents or a substituent selected from hydroxy, 

amino, methylamino, ethylamino^dimethylamino and diethylamino; 

10 each of n and p is 0; 

R 3 is methyl; and 
O 1 \ 

g Q is phenyl or 4-pyridyl which optionalN bears 1, 2 or 3 substituents, which may be the same 
J or different, selected from fluoro, chloro, tmhioromethyl, amino, methyl, methoxy, 
methylamino, ethylamino, dimethylamino, dieftwlamino, 1-pyrrolidinyl, morpholino, 
piperidino, 1-homopiperidinyl, 1 -piperazinyl and Vhomopiperazinyl, 

and wherein any CH 2 or CH3 group within aV group optionally bears on each said 
LU CH 2 or CH 3 group 1 or 2 methyl substituents or a substiWnt selected from hydroxy, amino, 
methoxy, ethoxy, methylamino, ethylamino, dimethylaminto and diethylamino; 
or a pharmaceutical ly acceptable salt or in-vivo -cleavable est^r thereof. 



O 

bJ 
m 



20 

5. A pyrimidine derivative of the Formula I according to claim, 1 

wherein m is 1 or 2 and each R l group, which may be the same or different, is selected from 
chloro, carbamoyl, 3-dimethylaminopropoxy, 3-dimethylamino-2,2-din^hyipropoxy, 
methylthio, 3-diethylaminopropylamino, 3-dimethylamino-2,2-dimethylpropylamino, 

25 3<limethylamino-2-hydroxypropylamino, N-isopropylpyrrolidin-3-yloxy, piperidin-4-yloxy, 
N-methylpiperidin-4-yloxy, N-ethylpiperidin-3-ylamino, N-methylpiperidin-4-y\mino, 
N-methyl-N-(N-methylpiperidin-4-yl)amino, 3-pyrrolidin- 1 -ylpropylamino, 
N-methylpyrrolidin-2-ylmethoxy, 2-(N-methylpyrrolidin-2-yl)ethoxy, 
2-(N-methylpyrrolidin-2-yl)ethylamino, N-methylpiperidin-3-ylmethoxy and 

30 N,N -dimethylpiperazin-2-ylmethoxy; 
each of n and p is 0; 
R 3 is methyl; and 
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Q^s phenyl which bears 1 or 2 substituents, which may be the same or different, selected 
from fluoro, trifluoromethyl, dimethylamino, 1-pyrrolidinyl, morpholino, piperidino, 

1- homopdperidinyl, 1-piperazinyl and l-homopiperazinyl, or Q ! is 4-pyridyl which bears 1 
substituenWlected from dimethylamino, 1-pyrrolidinyl, morpholino, piperidino, 

5 1 -homopipendinyl, 1-piperazinyl and l-homopiperazinyl, 
fcjmjjh or a pharmaceutical ly acceptable salt or in-vivo -cleavable ester thereof. 

6. A pyrimidindyderivative of the Formula I according to claim 1 

wherein m is 0, 1 or 2s*nd each R 1 group, which may be the same or different, is selected from 
10 fluoro, chloro, bromo, antaio, carbamoyl, methoxy, ethoxy, propoxy, methylthio, 

methylamino, ethylamino, ptopylamino, isopropylamino, butylamino, allylamino, 
P dimethylamino, diethylamino,\iipropylamino, N-aHyl-N-methylamino, pyrrolidin-3-yloxy, 
H morpholino, tetrahydro-4H- 1 ,4-tft^azin-4-yl, piperidino, piperidin-3-yloxy, piperidin-4-yloxy, 
O piperidin-3-ylamino, piperidin-4-ylamino, N-methyl-N-(3-piperidinyl)amino, 
Ip N-methyl-N-(4-piperidinyl)amino, honaopiperidin-l-yl, homopiperidin-3-yloxy, 

, ' homopiperidin-4-yloxy, piperazin-1 -yl, ltomopiperazin-1 -yl, 2-pyrrolidin-l -ylethoxy, 

Q . \ 

j!j 3-pyrrolidin-l-ylpropoxy, 2-pyrrolidin-l -yforthylamino, 3-pyrrolidin-l-ylpropylamino, 

O pyrrolidin-2-ylmethoxy, 2-pyrrolidin-2-ylethofcy, 3-pyirolidin-2-ylpropoxy, 

in X 

O pyrrolidin-2-ylmethylamino, 2-pyrrolidin-2-yletfwlamino, 3-pyrrolidin-2-ylpropylamino, 
id pyrrolidin-3-ylmethoxy, 2-pyrrolidin-3-ylethoxy, J^pyrrolidin-3-ylpropoxy, 

pyrrolidin-3-ylmethylamino, 2-pyrrolidin-3-ylethylartaino, 3-pyirolidin-3-ylpropylamino, 

2- imidazolidin- 1 -ylethylamino, 3-imidazolidin- 1 -ylproWlamino, 2-morpholinoethoxy, 

3- morpholinopropoxy, 2-morpholinoethylamino, 3-morpholinopropylamino, 

2- piperidinoethoxy, 3-piperidinopropoxy, 2-piperidinoethylWnino, 3-piperidinopropylamino, 
25 piperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 2-piperazin-l\lethoxy, 

3- piperazin-l-ylpropoxy, 2-piperazin-l -ylethylamino, 3-piperaz^-l-ylpropylamino or 
piperazin-2-ylmethoxy, 

and wherein any heterocyclyl group within a substituent on iV optionally bears 1 or 2 
substituents, which may be the same or different, selected from hydroxy, fluoro, chloro, 
30 methyl, ethyl, propyl, isoprppyl, methoxy, ethoxy, methoxycarbonyl, ettt^xycarbonyl and 
tert-butoxycarbonyl, 

and wherein any heterocyclyl group within a substituent on R 1 optio\ally bears an oxo 
-subs tituent. 



6} 
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and wherein any CH 2 or CH 3 group within a R 1 substituent optionally bears on each 
said OH 2 or CH 3 group 1 or 2 methyl substituents or a substituent selected from hydroxy, 
amino, methylamino, ethylamino, dimethylamino and diethylamino; 
each of nVnd p is 0; 
R 3 is methyk and 

Q 1 is 4-dibenzofuranyl which optionally bears 1 or 2 substituents, which may be the same or 
different, selected from fluoro, chloro, trifluoromethyl, amino, methyl, methoxy, 
methylamino, ethyftmino, dimethylamino and diethylamino; 
or a pharmaceutically\cceptable salt or in-vivo -cleavable ester thereof. 

10 

7. A pyrimidine derivative of the Formula I according to claim 1 
O wherein m is 1 and the R ! grVip is selected from chloro, carbamoyl, methoxy, ethoxy, 

S| 3-dimethylaminopropoxy, 3-dVnethylamino-2,2-dimethylpropoxy, methylthio, 

0 \ 

yj N-isopropylpyrrolidin-3-yloxy, foiperidin-4-yloxy, N-methylpiperidin-4-yloxy, 
m \ 

j|5 N-ethylpiperidin-4-yloxy, N-prop)rtpiperidin-4-yloxy, N-methylpyrrolidin-2-ylmethoxy, 

2-(N-methylpyn-olidin-2-yl)ethoxy,Y^-methylpiperidin-3-ylmethoxy and 
U V 
y N,N^dimethylpiperazin-2-ylmethoxy> 

p 

1 ^ each of n and p is 0; 
P r 3 i s methyl; and 

ru 

20 Q is 4-dibenzofuranyl which optionally bVars 1 or 2 substituents, which may be the same or 
different, selected from fluoro, chloro, triflupromethyl and dimethylamino, 
or a pharmaceutically acceptable salt or in^vfyo-cleavable ester thereof. 

8. A pyrimidine derivative of the Formulau according to claim 1 selected from :- 

25 6-carbamoyl-2-chloro-4-[5-(3-fluoro-5-morphol\nobenzamido)-2-methylanilino]pyrimidine, 
4-[5-(3-fluoro-5-morpholinobenzamido)-2-methAlanilino]-2-methylthiopyrimidine, 
2-chloro-4-[2-methyl-5-(2-moipholinopyrid-4-ylckrbonylamino)anilino]pyrimidine, 
4-[2*methyl-5-(2-morpholinopyrid-4-ylcarbonylam\no)anilino]-2"Qi-methylpiperidin- 
4-yloxy)pyrimidine, 

30 2-(3-dimethylaminopropoxy)-4-[2-methyl-5-(2-morp)iolinopyrid- 
4-ylcarbonylamino)anilino]pyrimidine, 

2-(3-dimethylamino-2,2-dimethylpropoxy)-4-[2-methyl\5-(2-morpholinopyrid- 
4-ylearbo n y 1 am ino.)aniUnCLl p vri m i d i ne 
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4-[2-Vethyl-5'(2-morpholinopyrid-4-ylcarbonylamino)anilin 
3 -y 1 metnoxy)pyrimidine, 
2-[N-methV-N-(N-meth^^ 
4~ylcarbonylamino)anilino]pyrimidine, 

4-[2-methyl-5-^moipholinopyrid-4-ylcarbonylamino)anilino]-2- 
2-yI)ethylamino]pyrimidine, 
2-(3-dimethylaminc^,2-dim^ 
2-methylanilino]pyrimidine, 

4-[5-(3-fluoro-5-morph^nobenzamido)-2-methylanilino]-2-(N-m 
4-yloxy)pyrimidine, 

4-[5-(3-fluoro-5-morpholino^nzamido)-2-methyIanilino]-2-(N-propylp 
4-yloxy)pyrimidine> 

4-[5-(4-dibenzofuranylcarbonylar^no)-2-methylanM^ 
4-yloxy)pyrimidine and 

4-[5-(4-dibenzofuranylcarbonyIamino)^2-methylaniiino]-2-(3-dimethylamino- 
2,2-dimethylpropoxy)pyrimidine; 

or a pharmaceutically acceptable salt or inVivo -cleavable ester thereof. 

9. A pyrimidine derivative of the FormulaJ, or a pharmaceutically-acceptable salt or in- 
vivo -cleavable ester thereof, according to claim \may be prepared by the process of :- 
(a) reacting an aniline of the Formula II 

(R 2 )„ 



NHL 




II 



with an acid of the Formula III, or a reactive derivative thereof, 
H0 2 C (CH 2 ) p Qi 



III 



25 under standard amide bond forming conditions, wherein variable groups are as defined in 
claim 1 and wherein any functional groups are protected if necessary; 



* 
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(b) the reacfi^n of an activated heteroaryl compound of the Formula V 

L 



(R 1 )r 



N 



wherein L is a displaceable Wmp, with an aniline of the Formula VII 



R 3 . 



(R 2 )n 



H 2 N' 



"NfcJCO-(CH 2 ) £ 



5 

i»* 

Q 
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y 
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. 2 , p w vil 

wherein variable groups are as defined\jn claim 1 and wherein any functional group is 
protected if necessary; 

(c) for a compound of the Formula I, o\ a pharmaceutical ly-acceptable salt or in-vivo - 
cleavable ester thereof, wherein R 1 or a substituent on Q ! is an amino, (l-6C)alkylamino, 
di-[(l-6C)alkyl]amino, substituted (l-6C)alkyl\mino, substituted di-[(l-6C)alkyl]amino, 
a N-linked heterocyclyl substituent or a heterocyoJylamino substituent, the reaction of an 
appropriate amine with a pyrimidine derivative of the Formula I wherein R 1 or a substituent 
on Q 1 as appropriate is a suitable displaceable group \nd wherein other variable groups are as 
defined in claim 1 and wherein any functional group is Protected if necessary; 

(d) for a compound of the Formula I, or a pharmaceutical ly-acceptable salt or in-vivo - 
cleavable ester thereof, wherein R 1 or a substituent on Q 1 i\a (l-6C)alkoxy or 
substituted (l-6C)alkoxy substituent or a heterocyclyloxy substituent, the reaction of an 
appropriate alcohol with a pyrimidine derivative of the Formum I wherein R 1 or a substituent 
on Q 1 as appropriate is a suitable displaceable group and wherein other variable groups are as 
defined in claim 1 and wherein any functional group is protected if necessary; 

(e) for a compound of the Formula I, or a pharmaceutically-accWable salt or in-vivo - 
cleavable ester thereof, wherein m is 0, the cleavage of a compound of the Formula I, wherein 
m is 1, 2 or 3 and each R 1 substituent is a halogeno group and whereinVther variable groups 
are as defined in claim 1 and wherein any functional group is protected iV necessary; 

(f) for a compound of the Formula I, or a pharmaceutical ly-acceptabley salt or in-vivo - 
cleavable ester thereof, wherein R 1 or Q ! contains a (l-6C)alkoxy or substituted (l-6C)alkoxy 
group or a (l-6C)alkylamino or substituted (l-6C)alkylamino group, the alkyfation of a 
pyrimidine derivative of the Formula I wherein R 1 or Q 1 contains a hydroxy graup or a 
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' p^mary or secondary amino group as appropriate, and wherein other variable groups are as 
^ defirt^d in claim 1 and wherein any functional group is protected if necessary; 

(g) W a compound of the Formula I, or a pharmaceutically-acceptable salt or in-vivo - 
(Sinc^cteavable e^r thereof, wherein R ! is a hydroxy group, the cleavage of a compound of the 

5 Formula I, wh^ein R 1 is a halogeno group and wherein other variable groups are as defined in 
claim 1 and wher^n any functional group is protected if necessary; or 

(h) for a compound of the Formula I, or a pharmaceutically-acceptable salt or in-vivo- 
cleavable ester thereof,\herein R l is a (l-6C)alkylsulphinyl or (l-6C)alkylsulphonyl group, 
the oxidation of a compound of the Formula I, wherein R 1 is a (l-6C)alkylthio group and 

10 wherein other variable groupsVe as defined in claim 1 and wherein any functional group is 
protected if necessary, 
and thereafter 

(i) removing any protectingV*oups; and 

(ii) optionally forming a phamiaceutically-acceptable salt or m I vivo-cleavable 



P 

m 



ester. 



P 10. 
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U 

Ul 



A pharmaceutical composition which comprises a pyrimidine derivative of the 



Formula I, or a pharmaceutically-acceptable or in-vivoV leavable ester thereof, as defined in 
claim 1 in association with a pharmaceutically-acceptableMiluent or carrier. 

11. The use of a pyrimidine derivative of the Formula I, or aSDharmaceutically-acceptable 
salt or in-vivo -cleavable ester thereof, as defined in claim 1 in the Manufacture of a 
medicament for use in the treatment of diseases or medical conditionWediated by cytokines. 



25 12. A method of treating diseases or medical conditions mediated by cytokines which 
comprises administering to a warm-blooded animal an effective amount of a pVrimidine 
derivative of the Formula I, or a pharmaceutically-acceptable salt or in-vivo -cleaVable ester 
thereof, as defined in claim I . 



30 



